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Idiopathic Lymphoplasmacytic Aortic Valvulitis: Observations in Two
Elderly Women With Unexplained Aortic Insufficiency
RANDALL S. YOLLERTSEN, MD, WILLIAM D. EDWARDS, MD, FACC,
ROBERT E. SAFFORD, MD, PHD, FACC, MICHAEL J. OSBORN, MD, FACC
Rochester, Minnesota
Two patients with a unique aortic valvulitis required
aortic valve replacement. Both were elderly women who
presented with evidence of systemic disease, including
fever, arthralgia, myalgia, markedly elevated erythro-
cyte sedimentation rate, anemia, leukocytosis, hypo-
albuminemia and renal insufficiency, in addition to
progressive subacute aortic insufficiency. Histologicex-
In two patients with aortic insufficienc y caused by inflam-
matory valvulitis , we found no evidence of any other disease
that has been associated with aortic insufficiency . We be-
lieve that the clinical setting , associated systemic symptoms
and histologic findings are unique .
Report of Cases
Case 1
A 68 year old white woman came for evaluation of a
"widened pulse pressure" discovered 1 month previously .
Symptoms included occasional exertional chest pain, slight
epistaxi s and mild headache . The blood pressure was 175/45
mm Hg and heart rate 104 beats/min . The examining phy-
sician noted a "water-hammer" pulse, aortic systolic and
diastolic murmurs, retinal microaneurysms and atrophic
rhinitis. The erythrocyte sedimentation rate was 45 mm in
I hour (normal, < 30) and the creatin ine level , 1.5 rng/dl
(normal, < 0. 9). Results of other routine studies, including
electrocardiography, were normal . A two-dimensional
echocardiogram showed fine diastolic mitral valve flutter,
evidence of calcification of the mitral anulus, slightly thick-
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amination of the excised aortic valve revealed a lym-
phoplasmacytic infiltrate. Neither patient had evidence
of other diseases that have been associated with aortic
insufficiency. One should consider the judicious use of
glucocorticosteroids for such patients.
(J Am Coil CardioI1987;9:450-4)
ened aortic cusps, aortic insufficiency by Doppler exami-
nation, normal aortic root diameter (28 mm) and normal left
ventricular systolic function.
Clinical course. Five months later, after experiencing
progressive angina pectoris, fatigue and exertional dyspnea,
the patient was hospitalized for treatment of congestive heart
failure. Observation revealed daily temperatures to 39°C.
The erythrocyte sedimentation rate was 97 mm in I hour,
hemoglobin 9.9 g/dl (normal , 12.0 to 15.0) with anisocy-
tosis and rouleau formation, leukocyte count 16,200/mm J
(normal 4,100 to 10,900) with 89% neutrophils, albumin
2.4 g/dl (normal 3.1 to 4.3), and creatinine 2.0 mg/dl.
Urinalysis demonstrated mild proteinuria, which was quan-
titated at 682 mg/day (normal < 93). The electrocardiogram
demonstrated left ventricular hypertroph y with strain . A
roentgenogram of the chest demonstrated pulmonary venous
hypertension, and echocardiographic findings were un-
changed . A bone marrow examirtation was characteristic of
anemia of chronic disease. The patient' s condition did not
improve after treatment with isosorbide dinitrate, nifedipine,
diuretics and moxalactam , the last drug being given for
presumptive culture-negative ertdocarditi s.
Cardiac catheterization with angiography. This pro-
cedure revealed severe aortic insufficiency with equal aortic
diastol ic and left ventricular end-diastolic pressures (37 mm
Hg), pulmonary artery hypertension (54120 mm Hg) and
smooth tapering of the proximal right coronary artery. which
persisted despite vasodilator therapy .
Cardiac surgery and histology. The patient underwent
aortic valve replacement with a tissue prosthesis and an aorta
to right coronary artery saphenous vein bypass graft. The
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Figure 1. Case I. Histology of aortic valve. A, Thickening and
inflammation of all valve layers. B, Inflammatory infiltrate pre-
dominantly comprising plasma cells (A, elastic-van Gieson, X 90,
reduced by 29%; B, hematoxylin-eosin, x 900, reduced by
29%).
aortic root was small, and the left posterior aortic commis-
sure was fused, thickened, edematous and erythematous.
Light microscopy (FiR. 1) revealed chronic valvulitis with
numerous plasma cells, lymphocytes and scattered eosin-
ophils but no granulomas, mycobacteria, fungi or bacteria,
including spirochetes. When the patient was discharged, the
hemoglobin level was 11.5 g/dl and the creatinine level was
3.5 mg/dl.
Postoperative course. Three months after surgery, the
patient returned complaining of myalgias and arthralgias,
nonanginal chest discomfort, a unilateral headache, and a
single episode of transient diplopia. The erythrocyte sedi-
mentation rate was 145 mm in I hour, hemoglobin 7.6 g/dl,
leukocyte count 12,400/mm'\ platelet count 525,000/mm'
(normal, 130,000 to 370,000), serum creatinine 4.9 mg/dl
and albumin 2.4 g/dl with a polyclonal IgO garnrnaglobu-
linopathy. An antistreptolysin 0 titer was 480 Todd units
(normal 0 to 85), ana the antistreptococcal DNase was 170
units (normal 0 to 85). Doppler echocardiography revealed
mitral, tricuspid and prosthetic aortic insufficiency.
During the evaluation, bilateral temporal artery biopsy
specimens, a roentgenogram of the pelvis and sacroiliac
joints and test for HLA-B27 were normal. Serologic studies
to detect Histoplasma. Blastomyces. Coccidioides, Cryp-
tococcus, Q fever, Legionella pneumophila. Brucella and
Epstein-Barr virus and a Mantoux test, multiple cultures of
the blood, urine, sputum and bone marrow for bacteria,
mycobacteria and fungi and a throat culture for group A
beta-hemolytic streptococci were negative. The following
tests were normal or negative: rheumatoid factor, antinu-
clear antibody, extractable nuclear antigen, anti-n-DNA,
CHSIl ' C3, Coombs' test. cryoglobulins, IgM, IgA, HbsAg,
anti-HBc and anti-HBs. Findings on computed tomography
of the abdomen and ultrasonic examination of the abdominal
aorta were normal.
Therapy \\'(/S begun with prednisone, 80 mg/day; after 2
days, the dosage was reduced to 40 mg/day. During the
next week. the patient's condition improved, and the erythro-
cyte sedimentation rate decreased to 55 mm in I hour. Two
years after surgery, she felt well, the erythrocyte sedimen-
tation rate was 12 mm in I hour, and the prednisone dosage
had been reduced to 1.5 mg daily. She had recurrent ar-
thralgias and myalgias, and the erythrocyte sedimentation
rate increased to 65 mm in I hour, necessitating an increase
in the prednisone dosage to 15 mg daily.
Case 2
A 62 year old white woman was hospitalized because of
pedal edema. intermittent fever, and loss of weight. She
had been in excellent health and had no history of docu-
mented streptococcal infection or rheumatic fever. Twenty-
one months before admission, she experienced fatigue and
exhibited a systolic murmur and intermittent complete heart
block that required a pacemaker. Echocardiography revealed
enlarged left heart chambers and aortic valve sclerosis.
Subsequently, she had mild intermittent fevers that were
unresponsive to several courses of antibiotics. Six months
before admission. she had dental surgery without antibiotic
prophylaxis. One month later, an upper respiratory tract
infection. serous otitis media and episcleritis developed.
Biopsy of a perforated nasal septum revealed chronic non-
specific inflammation without granulomas, vasculitis or neo-
plasm.
Two months before admission. while she was hospitalized
elsewhere, examination had revealed aortic insufficiency,
an elevated erythrocyte sedimentation rate, anemia, throm-
bocytosis. hypoalbuminemia and a positive test for rheu-
matoid factor. Blood cultures, a bone scan and roentgen-
ograms of the chest, sinuses, upper gastrointestinal tract and
colon were normal, Treatment with digoxin, chlorothiazide,
ampicillin and gentamicin was without benefit.
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Clinical course. On adm ission, we noted scarred tym-
panic membranes , a perforated nasal septum, pulmonary
rales , pedal edema and fever (39°C) . There were aort ic
systolic, aortic diastolic and Austin Flint murmurs . The
blood pres sure was 170/62 mm Hg, the peripheral pulses
were characteristic of aortic insufficiency and there was a
right femoral artery bruit. The erythrocyte sedimentation
rate was 101 mm in I hour , serum albumin 2.6 g/dl, hemo -
globin 9.1 g/dl, and platelet count 438,OOO/mm3 . A smear
of the peripheral blood revealed ani sopoikilocytosis , mi-
crocytosis , regenerative and round macrocytosis, polychro-
masia and erythrocyte stippling . Iron studies were charac-
teristic of chronic disease . The electrocard iogram sho wed
normal pacing .
The echocardiogram reve aled slightly enlarged left heart
chambers, fine diastolic mitral valve flutter , thickened aortic
cusps with dimin ished excursion and mild left ventricular
hypertrophy with normal left ventri cular systolic function .
A roent genogram of the chest revealed card iomegaly and
pulmonary venous hypert ension .
Cardiac surgery and histology. After an unsucce ssful
10 day course of ampi cill in and gentamicin for presumptive
culture-nega tive endocarditis , the patient underwent aortic
valve replacement with a mechanical prosthesis. The left
and posterior cusps were nodular, scarred and partially cal-
cified. The aortic ring was friable, the subvatvular area was
thickened and the mitral valve was inflamed .
Histologic examination of the aortic valve (Fig. 2) dem-
onstrated both active and chronic fibrocalc ific valvuliti s with
an extensive mixed inflamm atory infiltrate composed of
plasma cell s , lymphocytes and eosinophils. There were no
granulomas , giant cells , bacteria , mycobacteria, fungi or
Brucella organisms. The subaortic myocardium dem on-
strated mild focal lymphocytic myocarditis , and the atrial
appendage showed a slight focal plasmacytic infiltrate . Nei-
ther lesion was suggestive of rheumatic myocarditis .
Postoperative course. After surgery, the patient showed
clinical improvement , and the erythrocyte sedimentation rate
decreased to 53 mm in I hour. Durin g the evaluation , bi-
lateral temporal artery biop sy specimens showed Moncke-
berg 's medi al calcification but no arter itis , and roentgeno-
grams of the pelvi s and sacroiliac joints , sinuses and hands
were normal. The ART, FfA-Abs, anti streptococcal ser-
ology (ASO , anti-DNase), HBsAg and serologic studi es to
detect Q fever, Chlamydia. Histoplasma , Blastomyces,
Coccidioides and Cryptococcus were negative. A Mantoux
test and mult iple cultures o f the blood, urine, induced spu-
tum with gas tric washings , pacemaker leads and the pace-
maker pocket were negati ve for bacteria , mycobacteria and
fungi. Also normal were the antinuclear antibody test , anti-
n-DNA , CHso, C3, C4 , Coombs ' test , immunoglobulins ,
serum irnmunoelectropheresis , leukocyte and differenti al
counts, serum creatin ine , liver function tests, urinal ysis,
mammogram and gallium scan.
Figure 2. Case 2. Histology of aortic valve. A, Extensive inflam-
matory infiltration of thickened cusp. B, Lymphoplasmacytic na-
ture of inflammatory infiltrate (hematoxylin-eosin; A, x 90, re-
duced by 29%; B, x 360, reduced by 29%).
Three months after surgery, the patient felt better and
had gained 2.6 kg . Cardi ac examination revealed the pre-
viously descr ibed murmurs and mild mitral insufficiency.
The erythrocyte sedimentation rate was 59 mm in 1 hour,
the hemoglobin level was 11.0 gldl , the rheumatoid factor
was I: 320 and there was a polyclonal gammaglobulino-
pathy. Two-dimensional and Doppler echocardiography
showed mitral anular calci fication, thicken ed mitral leaflets
with unrestricted motion . mitral insuffic iency and slight aor-
tic prosthetic insufficiency .
Becau se of concern regarding persistent carditis, we ad-
vised treatment with glucocorticosteroids, but the patient
declined, choosing naproxen instead. She is reportedly doing
well 2 years after operation.
Discussion
Our two patients were unique-both were elderly white
women with nonspecific symptoms, subacute Iymphopla s-
macyti c aortic valvuliti s and no evidence of diseases that
JACC Vol. 9. No.2
February 1 9 ~7 :450--4
VOLLERTSEN ET AI.
IDIOPATHIC AORTIC VALVULITIS
453
are commonly associated with aortic insufficiency. We found
no similar cases in the Mayo Clinic records or published
reports.
Possible Causes of Aortic Valvulitis
The cause of valvular heart disease varies with age, sex,
social status, method of detection and secular trends in prev-
alence and diagnosis ( 1- 3) . Aortic insufficiency is caused
by diseases of either the valve cusps or the ascending aorta.
In none of the recognized disorders do plasma cells pre-
dominate (4).
Rheumatic fever. Although Patient I technically met
the Jones criteria for rheumatic fever (carditis, fever, ar-
thralgia, elevated erythrocyte sedimentation rate and ele-
vated antistreptococcal antibodies), herage and clinical course,
exclusive aortic valve involvement. marginal elevation of
the antistreptococcal DNase and histopathologic features are
not typical for rheumatic fever or chronic rheumatic val-
vulitis. The specificity of the Jones criteria in differentiating
rheumatic fever from a connective tissue disorder compli-
cated by aortic insufficiency is uncertain because most pa-
tients with a connective tissue disorder have arthralgias and
an elevated erythrocyte sedimentation rate , permitting mis-
diagnosis in all patients with aortic insufficiency and an-
tecedent streptococcal exposure.
Rheumatoid arthritis. This may affect the ascending
aorta but usually is associated with granulomas. Our Patient
2 had a circulating rheumatoid factor but normal roentgen-
ograms of the hand. Neither patient had arthritis or valvular
granulomas. Three middle-aged men who had granuloma-
tous aortic valvulitis without arthritis have been described
(5,6) . One of the patients had hematuria and another had
subcutaneous nodules, but none of the three had arthritis or
rheumatoid factor (two patients were tested). These patients
are clearly different from ours.
Systemic lupus erythematosus and spondytoar-
thropathy. Systemic lupus is commonly associated with a
histologically distinct, rarely significant form of endocar-
ditis, the Libman-Sacks lesion. The spondyloarthropa-
thies-ankylosing spondylitis, Reiter' s syndrome and pso-
riatic spondylitis- may be associated with and are rarely
preceded by aortic insufficiency, which is predominantly a
complication of aortitis.
Granulomatous aortitis. Aortic insufficiency due to
granulomatous aortitis may complicate giant-cell arteritis
and Takayasu's arteritis. Relapsing polychondritis and Co-
gan's syndrome are associated with aortic insufficiency due
to aortitis and, in the latter, with valvulitis. Wegener's gran-
ulomatosis, Kawasaki' s disease and juvenile chronic poly-
arthritis also may be associated with aortic insufficiency.
Our patients did not have evidence to support any of these
diagnoses. The negative serologic findings and predominant
valvular involvement rule out syphilitic aortitis.
Infective endocarditis. We meticulously sought but did
not find infective endocarditis, and neither patient responded
to the empiric use of antibiotics. We did not test for viruses
other than hepatitis B and Epstein-Barr. Serologic and im-
munofluorescent studies have implicated coxsackie B virus
(7,8) as a cause of valvulitis, although characteristically the
mitral valve is involved and the infil trate is not plasmacytic.
We did not test for trypanosomiasis, another reported cause
of valvulitis (9), but our patients had no other stigmata of
this disorder. The pathologic findings were not those of
noninfective thrombotic (marantic) endocarditis.
Other causes. Idiopathic aortic root dilatation, a bicus-
pid aortic valve, age-related calcifi cation of the aortic valve
and rare disorders such as Marfan's syndrome, Ehlers-Dan-
los syndrome, osteogenesis imperfecta, congenital deform-
ities and trauma are other causes of aortic insufficiency that
were not present in our patients.
Conclusion. We have described two patients with aortic
insufficiency who had uniqueclinical and histologic findings
of subacute Iymphoplasmacytic aortic valvulitis. We cannot
determine whether these cases represent a new entity or a
limited form of one of the recognized causes of aortic in-
suffi ciency. The diagnosis rests on the subacute systemic
onset, the careful exclusion of other entities and the dem-
onstration of a lymphoplasmacytic valvular infiltrate.
The natural history of this disorder is uncertain: therefore,
the role of glucocorticosteroid treatment is also uncertain.
One of our patients appeared to respond promptly to cor-
ticosteroid treatment. but the other apparently has been well
with only nonsteroid anti-inflammatory agents. Because of
the consequences of a failed valvular prosthesis and expe-
rience with giant-cell arteritis and Cogan's syndrome (10, II) ,
we favor judicious treatment with glucocorticosteroids
immediately after the diagnosis is confi rmed. Until this
disorder is better understood, we cannot advise glucocorti-
costeroid therapy without histologic confirmation. We
recommend gradually decreasing the glucocorticosteroids as
tolerated.
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